Abstract -Concentration of drug bound to nuclear DNA of cancer cells is clearly associated with the main pharmacological effects of the anthracycline aminoglycosides, the molecular mechanism of antitumor activity being identified with an interference with the topoisomerase 11-DNA complex. Both x-ray diffraction analysis and theoretical computations indicate the presence of a stabilizing hydrogen bond between the 9-OH of the anthracyclines and the amino group and N-3 of a guanine residue in the DNA-drug complex. We have therefore synthesized analogs containing a fluorine atom at position 8 or 10 with the aim at obtaining derivatives with higher affinity for the typical anthracycline 
8 or 10 with the aim at obtaining derivatives with higher affinity for the typical anthracycline intercalation sites 5'-(A,T)CG-3' or 5'-(A,T)GC-3' in double stranded DNA.
The anthracyclines showing clinically useful antitumor activity constitute a restricted set of molecules (those of major clinical interest are reported in fig. 1 ) within a larger class of natural compounds of microbial origin whose study was pioneered in the fifties by H. Brockmann at the University of Gottingen -2: daunorubicin. 3: epirubicin. 4: idarubicin and doxorubicin 1 is the most important member in that selected group. This compound, the discovery and the structure elucidation of which were described in 1969 (ref. 1-2) , is still today recognized as the antineoplastic drug showing the broadest spectrum of antitumor activity. However, since its utilization is hampered by serious side effects, by the appearence of resistance phenomena and by the lack of efficacy in important tumor types, including colon and renal cancers, melanoma and chronic leukemia, intense efforts have been paid over the last 25 years to develop new derivatives endowed with reduced toxicity, andlor improved curative properties (ref. With this considerations in mind, we started a few years ago a program directed to the extensive modification of the ring A in antitumor anthracyclines, and as a part of this program, we decided to synthesize analogs bearing a fluorine substitution at position 8 or 10; in fact it was thought that such a substitution could alter the hydrogen bond forming capability of the C-9 alcoholic function through the modulation of its electronic environement, with minimal changes at the steric bulk of ring A. 
